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FREEDOM OF INFORMATION SUMMARY Ju~ 201999
FOR

COMPONENT@ E-S & COMPONENT@ E-C
(Progesterone and Estradiol Benzoate)

GENERAL INFORMATION

NADA Number:

Sponsor:

Generic Name:

Trade Name:

Marketing Status:

Effect of Supplement:

110-315

Ivy Laboratories
Division of Ivy Animal Health, Inc.
8857 Bond Street
Overland Park, KS 66214

Progesterone, Estradiol Benzoate, and Tylosin Tartrate

Component@ E-S with Tylan@; Component@ E-C with Tylan@

Over-the-counter (OTC)

This supplement provides for the addition oj a tylosin tartrate
pellet as a local antibacterial to Componentw E-S and
Component@ E-C.

INDICATIONS FOR USE

Componentm E-S with Tylan@: For increased rate of weight gain and improved feed
efficiency in steers weighing 400 lbs or more. Component@ E-C with Ty/an@: For
increased rate of weight gain in suckling beef calves up to 400 lbs body weight.

DOSAGE FORM(S), ROUTE OF ADMINISTRATION, AND RECOMMENDED
DOSAGE

Dosage Form: Implantation

Route of Administration: Subcutaneous implantation on the posterior aspect of the
middle one-third of the ear by means of an implant gun.

Recommended Dosage: Component” E-S with Tylan@: One implant containing 200 mg
progesterone, 20 mg estradiol benzoate, and 29 mg tylosin tartrate. Component” E-C
with Tykvz@: One implant containing 100 mg progesterone, 10 mg estradiol benzoate,
and 29 mg tylosin tartrate.

/v/-@///0-3 /J-
/% [s-/



4. EFFECTIVENESS

The effectiveness requirement for this supplemental new animal drug application, with
the indications for use and dosage as given in Sections 2 and 3 above, is met by utilizing
the existing database in NADA 110-315 and conducting the additional adequate and well-
controlled study included in this supplemental application.

Pivotal Study:

A study was conducted by William Barton, CAVL, Inc, Amarillo,TX, to evaluate the
effectiveness of Component@ E-S with Tylan” to lower the incidence of ear abscess
formation. An implant site abscess induction model was developed to reliably create a
high abscess rate in test animals. This model was used to test the ability of a tylosin
tartrate pellet to reduce implant site abscess incidence in animals expected to develop an
ear abscess. In the study, 40 beef steers were subjected to the abscess-inducing culture at
the same time they were implanted with either Component@ E-S with a Tylan@ pellet or
Componentm E-S alone. Implant sites were observed at regular intervals up to 35 days
following implantation. Abscess rate at each time point was si nificantly lower

8(p<().()01) in steers treated with Component@ E-S with a Tylan pellet compared to steers

treated with Component@ E-S alone, with the maximum incidence of abscesses of 8°A and
94%, respectively.

5. TARGET ANIMAL SAFETY

Target animal safety of Component@ E-S and Component@ E-C is established by data in
the parent application. The data provided in the effectiveness study described above was
sufficient to conclude that the use of the tylosin pellet was safe for use in cattle. No
further studies were required.

6. HUMAN SAFETY

Human safety is established for Component@ E-S and Componentm E-C by data in the
parent application. No further studies were required for use of the tylosin pellet.

7. AGENCY CONCLUSIONS

Adequate data demonstrates the safe and effective use of a tylosin tartrate pellet added to
Component@ E-S and Component@ E-C as a local antibacterial.

Under the Center’s supplemental approval policy (21 CFR 514. 106(b)(2)), this is a
Category II change providing for the addition of a tylosin tartrate pellet as a local
antibacterial to Componentm E-S and Componentm E-C. The approval of this change is
not expected to have any adverse effect on the safety or effectiveness of this new animal
drug. Accordingly, this approval did not require a reevaluation of the safety and
effectiveness data in the parent application.

-2-



8. LABELING

Facsimile labeling is attached as follows:

1. Component@ E-S with Tylan@ Box Label
2. Component” E-S with Tylan@ 20 Dose Foil Pouch
3. Component@ E-S with Tylan@ Package Insert
4. Component@ E-C with Tylan@ Box Label
5. Component@ E-C with Tylan@ 20 Dose Foil Pouch
6. Component@ E-C with Tylan@ Package Insert
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~ RESTRICTED DRUQ - USE ONLY AS DIREOTED (CAUFORNIA) - FOR USE IN ANIMALS ONLY
I
i NOT FOR HUMAN USE - KEEP OUT OF REACH OF CHILDREN
i

I I Important: Read enclosed Instruction brochure and follow directions.
~

I
!
I Store at controlled room temperature - 15“-30°C (59”-66”F). DO NOT refrigerate - avoid excessive heat and humidity.
i

1
“------- .- .- <- .- .- .- <-, - . -, -.-.-4--- ---------------------------- -------------------- .

COMPONEW” 35-S=RAIW3IMPLANTS STEER IMPLANTS

progesterone USP 200 mg and estradial benzoate 20 mg
with 29 mg tylosin ta,rirate as a iocal antibacterial

... .. ...- -------- -------- -------- -------- -------- -------- -------- -------- -------- -------- -------- -------- -------- -------- -------- .. .. ..
,.

WARNING: Impfant one dose -9 pellets (entire contents of one cartridge) -in the ear subcutaneously. Any other site of
implantation is in vfolation of Federal Law. 00 NOT attempt to salvage implantation site for animal feed or human food.

Caution: Bulling, motel prolapse, ventml edema and elevated taii-heads have occasionally been reported in animals Impiapt-
ed with progesterone and estradfol Pte.

Important: Read the enclosed Instruction brochure. Use as illustrated with a CAREFUL CLEAN TECHNIQUE. Never take
short cuts at the expense of CLEANLINESS.

Manufactured by a non-eterlllzlng process. :

COMPONENT is a registered ‘tredema~ of Ivy Laboratories, Inc.
Tylan is a registered trademark of Eli Lilly and Company.
Manufactured foc VetLife LLC,, Overfand Park, KS 66214, USA by Ivy Laboratories, inc.

01210300
-------------------- -------------------- ---------- ---------------------------- .-. -. _.___---------- .-. -. -._. _.. .. .. .. .- <- .. .. .. .. .. .. ..
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Back Panel

h,
I Bleed 1 color only

CM

.
+K

Bleed 1 color only

:7/ WARNING: Implant one dose -9 peifets (entire contents of one cartridge] - in the ear subcutaneously. Any other site of
●?L! implantation is in vioiation of Federal Law. DO NOT attempt to salvage implantation site for animal feed or human food.

“- 76:C Caution: Butting, rectal proiapse, ventral edema and elevated triii-heads have occasionally been reported in animals
I implanted with progesterone and estradicdbenzoate.

“-”~1~ 8 Important: Read the Emcioaedinstruction brochure. Use as illustrated with a CAREFUL CLEAN TECHNIQUE. Never take

H- ●

lb/ “g
short cuts at the expense of CLEANLINESS.

RESTRICTED DRUG - USE’ONLY AS DIRECTED (CALIFORNIA) - FOR USE iN ANIMALS ONLY

‘“- ●+ ;
NOT FOR HUMAN USE - KEEP OUT OF REACH OF CHILDREN

z
Store at controlled room temperature - 15”-30”C (59”-86”F).

r ------- ------------ 1

.w.j~~ :

I PURCHASE SEAL I

DO NOT refrigerate - avoid excessive heat and humfdity. : 20 IMPLANTS
I
1

Jq :

I

Manufactured by a non-sterilizing process.

I
I
1 i

COMPONENT Isa registered trademark of IVYLaboratories, Inc.
I
I

1

;72

t

Tyian is a registered trademark of Eli Uliy and Company. :
I

:,2 Manufactured for: VetLife LL.C,, Overland Perk, KS 66214, USA by ivy Laboratories, Inc.
i
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yET1-027T99.E-S ‘NuN Insert
,.j:q 0/99 12:20 PM Page 1
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COMMNEIW’—— m&i&

+

E-S.’TJla
STEERlMPLAf4TS

progesterone USP 200 mg and
estradiol benzoate 20 mg with 29 mg tylosin
tartrate as a local antibacterial

For use with (tre COMPONEN’P One Gunm””
For Use In Animals Only

Each CARTRlfJGE BELT holds20dosesof COMPONEN’PE-Shnpfenfs.Each
doseof 9 pellets consists of 8 pellets containing a total of 200 mg progeatemne
USP and 20 mg estradiol benzoate plus 1 pellet sonfsining 29 mg tyfodn tartrale
as a focal ant!becterfal. COMPONENTO E-S Implants are recommended for use
in steers weighing 400 be or more for INCREASED RATE OF WEIGNT GAIN
AND FEED EFFICIENCY.

Manufactured by a norr-’’terilizlng process.

GENERAL INSTRUCTIONS:
Study the instructions wtrich shouid be fotlowad carefulfy at all times, avoiding
stint cuts. Skin infection can be avoided by prqwfy preparing impfsnt site and
implanler. During fly season use fly repellent on fmpfant site. one designated
team member shoufd always do the implanting. cleanliness of hands and instru-
ments is important at all times.

}

WARNING
lnrpient pellets in ear onfy. Any other site is in violation
of Federal Law. Oo not attempt to salvage fn’pfsnt site

for animal lead or Inrmen use.

KEEP lHIS AND ALL OTNER DRUGS OUT
OF REACH OF CHILDREN

Restricted flN@5.13 Oniy AS~WMd (cS~iOd@ (

CAUTfON c

Bulfkrg, rectal prolapse, ventral edema and efevatad teit-heeds have
occ@onatly been reported fn animals imptsntad with pmgestemna
and estradiol benzoate.

lMPLANTING lNSTRUCTfON&
Loading the Impianter
Load the Implanter fdtowfrrg ffw irrstnrctione suppfii with each Irnplenter

+

-+-
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Restrain the Animal
Speed of implantation as well as safety of
hardlem is best achieved by restraining
animal in a squeeze chute using head
restraint. When implanting homed cattle,
better control is obtained with additional
use of nose tongs.

Premwe the Implant Sfte
~b the beck %e of theear(imofentsite)wftha Diem of dean absorbentcot-
ton which has been soaked~th” topical&nnldd.d aofufion.Followmenufac-
turer’sdirectionson germicidefor correctstrengthandpreparationof sofution.
Avoid getting into ani-mf’s eyes.

Where to Implant
The fufl contents of the cartridge should
be implanted beneath the skfn on the back
side of the middle one-third of the ear as
illustrated in the drawfng. The tn@ent
must not be closer to the head then the
edge of the aurfcuter cartilage rfng farthest
from the heed. lhe tocetion for Insertion of
the needfe is a point t*rd the tip of the
ear and at least a needle length away
fmm the tntended depositkm site.
Avoid injuring the ferge arteries, veins and
cartilage of the ear.

Insert the Needfe
With me hand firmly grasp the ear. Wfth
other hand insert needle point through the
skin and ease forward on a feteral plane
until the entire length of the needle Is
under the skin.

lmofant the Pellets
A& hserting the needletultyin the mr- I t
rectImplantpositionsqueeze thetriggerfuffy.Aa theneadfeisw-thdrawnfmm
the ear,the controlled-pressurepturrgeracfiin properlydeposftsthe implantin
theneedfetmcfr.Thisprocedureshouktpreventbreakageorcrushingof peltets
if otherwisefomed into contact with tough~mus-tissue underfyfng the ddn.
The length and total confect area of a stngle dose are designed to perrnii
absorption of the hormones after Impfentation to stimulate good weight gafrr,
Broken or crushed peftets may interfere wftfr rates of gain and may feed to
undesirable aide effects such as noted in the CAUTtON.

Cfean the Needle
Clean the Mrplanter needle with afcofrol or a property diluted gerrniddaf aotution
prfor to knptanting the nest animal.

Store at contmfted mom temperature 15“ to 30” C (59” to S6” F)
DO NOT refrigerate- avotd excesdve heat and humid~.

NADA 110-315, ~mved by FOA

-U.S.PatenrNo.4,5s1,S3s
“IJ.s.ParentNos.4,762.515&5.52Z797- rvyAnhal Hearlh,Ins.
COMPONEN7E-SwithTylsniscoveredbyU.S,PatentNo.5,874,098

COMPONENT is a registered bademerk of Ivy Animal Heafth, Inc.

Tytan Is a registered trademark of Eli Lilly and Company.
Manufactured for VetLtfe by Ivy f-abora~ories.
Overtand Park, KS S6214, USA
VetUfe and IVYLaboratories are divldons of Ivy Animal Heatth, Inc.

.x.
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RESTRICTED DRUG - USE ONLY AS DIRECTED (CALIFORNIA) - FOR USE IN ANIMALS ONLY !
NOT FOR HUMAN USE - KEEP OUT OF REACH OF CHrLDREN - FOR USE IN SUCKLrNG BEEF CALVES ONLY I

I

progesterone and estradiol berrzoate are naturally cmcurringhormones found in an oettle. COMPONEMP E-C rmplant pellets are /
made by combining the two chemically pure eterlod hormones - progesterone USP 100 mg and estradiol benzoate 10 rng - into one ~
single dose consisting of 4 Indlvldtmr pa{lets contained within a multi-dose carttidge belt. The formulation has been designed to
furnish Complementaryquantities of each of the two hormones as a means of achievfng weight gain. I

DO NOT USE IN BULL CALVES INTENDED FOR REPRODUCTION OR IN CALVES LESS THAN 45 DAYS OLD,
I

Store et controlled room temperature - 15“-30”C (69”436”F). DO NOT refrigerate - avoid excessive heat and humidity.

... .. .---------------------- - .- .- .- .-, --------- .-. -. -._. _---------- .-. -. _.___._._.----- .

COM~NEW E-C
ERANO IMPLANTS CALF IMPLANTS

I progesterone USP 100 mg and estradiol benzoate 10 mg
with 29 mg tylosin tattrate as a 100al antibacterial

-@W

,-.

\ I .Mixibdlvaa

------- -------- -------- -------- -------- -------- ,------- -------- -------- -------- -------- -------- -------- -------- .-, -<--- -------- .-,

I WARNING: Implant one dose -5 pellets (entire contents of one oartridge) -in the ear eubcutanaously. Any other site of
implantakm is in vioiation of Federal Law. DO NOT attempt to salvage implantation site for animal feed or human food. I

I I
caution: Bultkrg, raotd pmlapea, vmtr’d edema and elevated tail-heads have Occasionartybeen reported in animals implant-
ed with progesterone and estradiot benzoate.

Importank Read the enoloead l&tru&lon brochure. Use as Illustrated with a CAREFUL CLEAN TECHNIQUE. Never take
shoti cuts at the axpense of CLEANLINESS.

Manufactured by a non-sterilizing procees,

COMPONENT E-C implants are safe when used fully In aooordance with dkectlons.
i

COMPONENT 1sa registered trademark of Ivy Laboretorles, Inc.
Tylsn Is a registered trademark of Eli LNy and Company.
Manufaoturad foc VetLlfe L,L.C., Overland Park, KS 66214, USA by Ivy Laboratories, ho.

01230300
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Back Panel
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I

I

I
I

CM
.

*K

Bleed 1 color only Bleed 1 color only*.
WARNING: Implant one dose -5 pellets (entire contents of one cartridge) - in the ear subcutaneously. Any other site of

implantation la in violatlon of Federal Law. DO NOT attempt to salvage Implantation site for animal feed or human food.

3 Caution: Bulling, rectal prolapse, ventral edema and elevated tail-heads have occasionally been reported in animals Implanted with progesterone
~.- and estradioi benzoate. DO NOT USE IN BULL CALVES INTENDED FOR REPRODUCTION OR IN CALVES LESS THAN 45 DAYS OLD.
z
o RESTRICTED DRUG - USE ONLY AS DIRECTED (CALIFORNIA) - FOR USE IN ANIMALS ONLY

NOT FOR HUMAN USE - KEEP OUT OF REACH OF CHILDREN - FOR USE IN SUCKLING BEEF CALVES ONLY
F.— Store at controlled room temperature - 15”-30”C (59°-86”F).
L DO NOT refrigerate - avoid exceasfve heat and humidity. Important: Read the enclosed Instruction
m brochure. Use as illustrated with a CAREFUL CLEAN TECHNIQUE. Never take short cuts at the

$

-------------- -----
expense of CLEANLINESS.

r
I

1
PURCHAeESEAL I

z Manufactured by a non-sterilizing procese. ! 20IMPLANTS I

I i
$ COMPONENT E-C Impfants are safe when used fully In accordance w“th directions. I I

COMPONENT 1.sa registered trademark of Ivy Laboratories, Inc.
I I

@ I
Tylan is a registered trademark of Efl Lilly and Company,

!
Q I /

Manufactured for VetLife L.L.C., Overland Park, KS 66214, USA by IVYLaboratorie~ kc I I
t 01230200 ; ;
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Bleed 1 color only
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CM
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Bleed 1 color only

i+
>
n

:
n
m



-( )-

--+-

‘k’fT-027-99. E-C TYLAN Insert 20/99 12:36 Pkl Page 1

Ct2MRJNENT”——. W4?tL&
E-C.mla
CALF IMPLANTS

progesterone USP 100 mg and estr=l
benzoate 10 mg with 29 mg tylosin tartrate
as a 100al antibacterial

For use with the COMPONENT One Gun’”**
For Use In Animals Only

Each CARTRIDGE BELT holds 20 doses of COMPONENr E-C Implants. Each
dose of 5 pellets consists014 peffets containing a total of 100 mg pmgestemna
lfSP and 10 rng estradol banzoate ptus 1 pelfal containing 29 mg fyfosin
tertrate as a focal antibacterial. COMPONE~ EZ Impfanfs are fndiitad for
increased rate of weight gain In suckfing beef calves up to epproxfmetely 400
Ibs of body wafght.

Manufactured by a non-sterffizfng presses.

GENERAL INSTRUCTIONS:
Study the instructions whiih should be followed carelulfy at aft times, avoiding
short cuts. Skkr infection can be avoided by pmpatiy preparing implant site and
Implanter. Dwfng fly season use fly repellent on impfant site. One designated
team member should always do the implanting. Cfeanfinass of hands and
Instruments is Irqmtant at all times.

DO NOT USE IN BUU CALVES INTENDED FOR REPRODUCTION, OR IN
CALVES LESS THAN 4S DAYS OLD.

Implantpelletsin ear only. Any other site is in vfolation of Federal Law.
Do NOT attempt to salvage implant site for animal feed or

KEEP T~lS AND ALL OTHER DRUGS
OUT OF REACH OF CHILDREN.

Restricted Drug-Use Onfy Aa Directed (California)

CAUTfON
Buffing, rectaf pmfapse, ventral edema and elevated fail-heads have
esceslonaffy been repotted in animals impfantad with progestemna and
estradd benzoate.

fmplanterInstructions:
Loadhrg the fmplanter
Load the Impfanterfoffowingthe in.structfonssupplied with each fmptanter.

+
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Restrain the Animef
Speed of impfanfatfonss wellas safetyof
handlers is best achieved by restraining
arrfmalin a squeeze chute using head
restmint.

Prepare the Implant Site
Scrub the back side of the eer (implant site)
with a piece of clean absorbent cotton
Wrich has been soaked with topbf germi-
cidal solution. Fottow manufacturer’s direc-
tions on gemrkide for correct strength and
preparation of soiution. Avoid getting into
animaf% eyes.

Where to lmrNarrt
The fuil conk%ts should be implanted beneath the skin on the back skfe of the

❑
‘1 &*.

# ++1

~-’ \’??~
it

4 “\

middle one-third of the ear as illustrated in the drawfrrg. The impfant must not
be closer to the head than the edge of the eurfcufar sertifage ring farthest
from the heed. The Io@ion for insertion of the needfe is a point toward the tip
of the ear and at least a needle length away from the intended deposit”krn site.
Avoid iniuring the farge arterfes, veins and cartifage of the ear.

insert the Naedie
Wkh one hand firmfy grasp the ear. VWh the other hand insert needle pcinf
through the sldn and ease forward on a fateral pfane until the antira fength of
the needle is under the akin.

Implant the Pellets
After insetting the needle fully in the com?cf Implant position, squeeze the trfg-
ger fully. As the needle k+ withdrawn from the ear, the controfted-pressure
@mger action property deposits the implant in the needle track. This procedure
should prevent breakage or crushing of palIe@ ff otherwise forced into sontact
vdlh tough fibrous-tissue underlying the skin. The fengfh and totaf mntact area
of a single dose are designed to permit absorption of the hormones after
ir@antation to stimulate good weight gain. Broken or crushed peffets may inter-
fere with rates of gain and may lead to rmdesirabte side effects such es noted
in the CAUTION.

Ciean the Needie
Ckran the impfanter needle with akxtrol or a property diluted germicidal sotution
prior to implanting the next ardmat.

Store al controlled mcsrr temperature 15” to S& C (59” to ffrY Fj
00 NOT reh-fgerate - avofd excessive heat and humfdii.

NADA 110-315, Approvad by FDA

“U.S.PalerMNa 4,5S1,S3S

“U.S.PakeruNos.4,7S2.515&5322,797-IvyAnimalHeskh.Inc.
COhtPONENlE-CwirhTytank severedbyU.S.PatentNo.5.S74,WS

COMPONENT Isa registeredbademartrof fvyAnimalHealth,Inc.

Tylanis a registeredtrademarkof EfiLillyand ComPSny.
Manufacturedfor Vett.ffe by Ivy fAoratorfes.
Oveitand Pa*, KS 66214, USA
Vetfife and Ivy Lebotatodes are divisions of Ivy Animaf Heefth, Inc.

01230100
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